SPECIFICATION AMENDMENTS 

Please amend the ABSTRACT as follows: 



ABSTRACT 

The present invention provides chimeric GPCRs that display nov e l downstr e am 
signaling properties Edg receptors, useful as components of an assay system. The present 
invention also provide methods of screening for compounds that bind a chimeric Edg 
receptor, for example, by contacting a chimeric Edg receptor with a compound and detecting 
a change in chimeric Edg receptor-mediated activity such as calcium mobilization. 
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SPECIFICATION AMENDMENTS 



Please amend the specification as follows: 

Amend the paragraph beginning on page 7, line 1 8, as indicated by the underlined 
portion, and amend the subsequent table by adding the words " Table 1 " and enlarging the 
font size of the lettering used in the table, as shown below: 

The amino acid notations used herein for the twenty genetically encoded L-amino 
acids are conventional and are as shown in Table 1 . follows: 




Table 1 



Amino Acid 



One-Letter 
Abbreviation 



Three Letter 
Abbreviation 




Alanine 

Arginine 

Asparagine 

Aspartic acid 

Cysteine 

Glutamine 

Glutamic acid 

Glycine 

Histidine 

Isoleucine 

Leucine 

Lysine 

Methionine 

Phenylalanine 

Proline 

Serine 

Threonine 

Tryptophan 

Tyrosine 

Valine 



E 
G 
H 

I 

L 

K 

M 

F 

P 

S 
T 
W 
Y 
V 



A 
R 
N 
D 
C 

Q 



Ala 
Arg 
Asn 
Asp 
Cys 
Gin 
Glu 
Gly 
His 
He 
Leu 
Lys 
Met 
Phe 
Pro 
Ser 
Thr 
Trp 
Tyr 
Val 
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Amend Table 2, beginning on page 1 8, line 13, by changing the font size and spacing 
as indicated below (no additions or deletions are to be made to Table 2): 



Table 2 



Human Edg 1 
(SEQIDNO: 1) 

Genbank 
Accession No. 
AF233365 



Human Edg2 
(SEQ ID NO:30) 

Genbank 
Accession No. 
U78192 



Amino Acid Sequences of Edg Receptors 

MGPTSVPLVKAHRSSVSDYVNYDI I VRHYNYTGKLNI SAD 
KENS I KLTSWF I L I CCFI I LENI FVLLT I WKTKKFHRPM 
YYFIGNLALSDLIAGVAYTANLL LSGATTYKLTPAQWFLR 
E GSMFVALSASVFSLLAI AI ER YITMLKMKLHNGSNNFRL 
FLLISACWVISLILGGLPIMGWN CISALSSCSTVLPLYHK 
HYILFCTTVFTLLLLSIVILYCRIYSLV i? TRSRRL TFRKN 
JgKAgJ?gSgjCgI,ALL KTVIIVLSVFIACWAPLFILLLL DV 
GCKVKTCD I LFR AE YFLVLAVLNSGTNP 1 1 YT L TNKEMRR 
AFIR IMSCCKCPSGDSAGKFKR PI IAGMEFSR SKSDNSSH 
PQKDEGDNPETIMSSGNVNSSS 

MAAI STS I PVI SQPQFTAMNEPQCFYNES I AFFYNRSGKH 
LATEWNT VSKLVMGLGITVCI FIMLANLLVMVAI YVNRRF 
H FPIYYLMANLAAADFFAGLAYFYLMFN TGPNTRRLTVST 
WLLRQGL I DTSLTASVANLLAI AI ERHI TVFRMQLHTRMS 
J\?RJ ?VVVVIVVIWTMAIViy[GAIPSVGWN CICDIENCSNMAP 
LY SDSYLVFWAI FNLVTFWMWL YAH I FGYV RQR TMRMS 
RHSSGPRRNRDTMMSLL KTW1VLGAF11 CWTPGLVLLLL 
DVCCPQCDVLAY EKFFLLILjAEFNSAMNPI IYSY .RD.KEMSA 
TFRQILCCQRSENPTGPTEGSDRSASSLNHTILAGVHSND 
HSW 



Human Edg 3 
(SEQ ID NO:2) 

Genbank 
Accession No. 
X83864 



MATALPPRLQPVRGNETLREHYQYVGKLAGRLKEASEGST 
LTTVLFLVICSFIVLENLMVLIAI WKNNKFH NRMYFF1GN 
LALCDLLAGIAYKVNILM SGKKTFSLSPT VWFLREGSMFV 
ALGASTCSLLAIAI g-RHL TMIKMRPYDANKRH RVFliL, I GM 
CWLIAFTLGALPILGWN CLHNLPDCSTILPLYS KKYIAFC 
I S I FTAI LVTI VILYARI YFLM KSSSRKVANHNNSERSMA 
LL OTWIWSVFIACWSPLFILFLIDV ACRVQACPILFKA 
QWF I VLAVLNS AMNPVI YTL ASKEMRRAFFRLVCNCLVRG 
RGARASPIQPALDPSRSKSSSSNNSSHSPKVKEDLPHTDP 
SSCIMDKNAALQNGIFCN 
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Human Edg4 
(SEQIDNO:31) 

Genbank 
Accession No. 
AF233092 



Human Edg 4 mt 
(SEQ ID NO:32) 

Genbank 
Accession No. 
AF011466 



Human Edg 5 
(SEQ ID NO:33) 

Genbank 
Accession No. 
AF034780 



MVIMGQCYYNETIGFFYNNSGKELSSHWRPKD WWALGL 
TVSVLVLLTNLLVIAAI ASM?i?FH QPIYYLLGNLAAADLF 
AGVAYLFLMFH TGPRTARLSLE GWFLRQGLLDTSLTASVA 
TLIjA I AV ERHRSVMAVQLHSRLPRG RVVML I VGVWVAALG 
LGLLPAHSWH CLCALDRCSRMAPLLS RSYLAVWALSSLLV 
FLLMVAVYTRI FFYV RRR VQRMAEHVSCHPR YRETTLSLV 
XTWIILGAFWCWTPGQWLLLD GLGCESCNVLAV EKYF 
LLLAEANS LVNAAVYS C RDAEMRR TFRRLL CCA CLR QS TR 
ESVHYTSSAQGGASTRIMLPENGHPLMDSTL 

MVIMGQCYYNETI GFFYNNSGKELS SHWRPKD VWVALGL 
TVSVLVLLTNLLVIAAI AS1VRRFH QPIYYLLGNLAAADLF 
AGVAYLFLMFH TGPRTARLSLE GWFLRQGLLDTSLTASVA 
TLLAIAV ERHRSVMAVQLHSRLPRG KVVML I VGVWVAALG 
LGLLPAHSWH CLCALDRCSRMAPLLS RSYLAVWALSSLLV 
FLLMVAVYTRI FFYV RRRVQRMAEHVSCHPR YRETTLSLV 
KTW 1 1 LGAF WCWT PGQ WLLLD GLGC E S CNVLA VE KY F 
LLIAEANSIjVNAAVYSC RDAEMRRTFRRLLCCACLRQSTR 
ESVHYTSSAQGGASTRIMLPENGHPLMTPPFSYLELQRYA 
ASNKS TAPDDL WVLLAQPNQQD 

MGSLYSEYLNPNKVQEHYNYTKETLETQETTSR QVASAFI 
VILCCAIWENLLVLIAVA RNSJCFH SAMYLFLGNLAASDL 
LAGVAFVANTLL SGSVTLRLTP VQWFAREGSASITLSASV 
F S LL A I A I ERHVA IAKVKL YGSDKSC RMLLL I GASWL I SL 
VLGGL P I LGWNC LGHL E AC S T VL PL Y AKH YVL CWT I F S I 
I LLAI VALYVRI YCW RSSHADMAAPQTLALL KIVT I VLG 
VFIVCWLPAFSILLLD YACPVHSCPILY KAHYFFAVSTLN 
S LLNPVI YTW i? SRDLRREVLRPL QCWRPGVGVQGRRR VGT 
PGHHLLPLRSSSSLERGMHMPTSPTFLEGNTW 



Human Edg6 
(SEQ ID NO:34) 

Genbank 
Accession No. 
AJ000479 



MNATGTPVAPESCQQLAAGGHSRLIVLHYNHSGRLAGRGG 
PEDGGL GALRGLS VAAS CL WLENLLVLAAI TSHMRSRRW 
VYYCLVNITLSDLLTGAAYLANVLL SGARTFRLAP AQWFL 
RE GL L FT ALAAST F S L L FT AG EJ^FA TMVRPVAESGA TKTS 
■ RVYGFIGLCWLLAALLGMLPLLGWNC LCAFDRCSSLLPLY 
SKRYI LFCLVI FAGVLATIMGLYGAI FRLV QASGQKAPRP 
AARRKARRLL KTVliM. I LLAFL VCWG PL FGL L LAD VF G SNL 
WAQE YLRG MDW I LALAVLNS AVNP 1 1 YS F RSREVCRA VLS 
FLCCGCLRLGMRGPGDCLARAVEAHSGASTTDSSLRPRDS 
FRGSRSLSFRMREPLSSISSVRSI 
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Human Edg7 
(SEQ ID NO:35) 

Genbank 
Accession No. 
AF127138 



Human Edg 8 
(SEQ ID NO:36) 

Genbank 
Accession No. 
AF3 17676 



MNECHYDKHMDFFYNRSNTDTVDDWTGTKL VIVLCVGTFF 
CLFIFFSNS L V I AAV IKNRKFH FP F Y YL LANL AAAD F FAG 
IAYVFLMFNT GPVSKTLTVN RWFLRQGLLDSSLTASLTNL 
LVI AV ERHMSIMRMR VHSNLTKK KVTL>Ij I LLVWAI AI FMG 
AVPTLGWNC LCNISACSSLAPIYS RSYLVFWTVSNLMAFL 
IMVVVYIjRIYVYV KRKTNVLSPHTSGSISRRR TPMKLMKT 
VMTVLGAFWCWTPGLWLLLD GLNCRQCGVQH VKRWFLL 
LALLNSWNP 1 1 YS Y KDEDMYGTMKKMICCFSQENPERRP 
SRIPSTVLSRSDTGSQYIEDSISQGAVCNKSTS 

MESGLLRPAPVSEVIVLHYNYTGKLRGARYQPGAGL RADA 
WCLAVCAF I VLENLAVLLVL GRHPRFH APMFLtliLiGS LTL 
SDLLAGAAYAANI LL SGPLTLKLS P ALWFAREGGVFVALT 
ASVLSLLAIAL gJ?5L TMARRGPAPVSSRG RTIjPMPJ&JWG 
VSLLLGLLPALGWNC LGRLDACSTVLPLY AKAYVLFCVIjA 
FVG I LAAI CAL YARI YCQV RANARRLPARPG TAG TTS TRA 
^JCPi?SI,AI/IiJ ?TLSWLLAFVACWGPLFLLLLLD VAC PAR 
TCPVLL QADPFLGLAMANSLLNPIIYTL THRDI/i^HALIii^Ii 
VCCGRHSCGRDPSGSQQSASAAEASGGLRRCLPPGLDGSF 
SGSERSSPQRDGLDTSGS TGSPGAPTAAR TL VSEPAAD 



Amend Table 3, beginning on page 21, line 1, by changing the font size and spacing 
as indicated below (no additions or deletions are to be made to Table 3): 




Amino Acid Sequences of Chimeric Edg Receptors 

Edgl/3(ct) MGPTSVPLVKAHRSSVSDYVNYDI I VRHYNYTGKLNI SAD 

(SEQ IDNO:3) KENS I KLTSWF I L I CCF 1 1 LENI FVLLT I WKTKKFHRPM 
YYF I GNLALSDLLAGVAYTANLLLSGATT YKLTPAQWFLR 
EGSMFVALSASVFSLLAIAJSJ?YJTMI,KMKI/HZVGSM^FRL 
FLL I SACWVI SL I LGGL P IMGWNC I SALSSCSTVL PL YHK 
HYILFCTTVFTLLLLSIVILYCRIYSLVRTi?5i?J?LrFJ?KN 
ISKASRSSEKSLALLKTVT I VLSVFI ACWAPLFI LLLLDV 
GCKVKTCDILFRAEYFLVLAVLNSGTNPI IYTLTSKEMRR 
AFFRLVCNCLVRGRGARASP IQPALDPSRSKS S S SNNS SH 
SPKVKEDLPHTDPSSCIMDKNAALQNGIFCN 
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Edgl/3(i3ct) 
(SEQ ID NO:4) 



MGPTSVPLVKAHRSSVSDYVNYDI IVRHYNYTGKLNI SAD 
KENS I KLTSWFIL I CCF 1 1 LENI FVLLT I WKTKKFHRPM 
YYFIGNLALSDLLAGVAYTANLLLSGATTYKLTPAQWFLR 
EGSMFVALSASVFSLLAIAJEi^YJTMLKMJCLHNGSiWFRL 
FLLISACWVISLILGGLPIMGWNCISALSSCSTVLPLYHK 
HYILFCTTVFTLLLLSIVILYCRIYSLVRSSSRKVANHNN 
SERSMALLRTVIIVLSVFIACWAPLFILLLLDVGCKVKTC 
D I L FRAE YFL VLAVLNSGTNP I I YTLT SKEMRRAF FRLVC 
NCL VRGRGARAS P IQP ALDP S RSKS S S SNNS SHS PKVKED 
LPHTDPSSCIMDKNAALQNGIFCN 



Edgl/3(i2i3ct) 
(SEQ ID NO:5) 



MGPTSVPLVKAHRSSVSDYVNYDI IVRHYNYTGKLNI SAD 
KENS I KLTSWFIL I CCF 1 1 LENI FVLLT I WKTKKFHRPM 
YYFIGNLALSDLLAGVAYTANLLLSGATTYKLTPAQWFLR 
EGSMFVALSASVFSLLAIAIERHLTMIKMRPYDANKRHRL 
FLLISACWVISLILGGLPIMGWNCISALSSCSTVLPLYHK 
HYILFCTTVFTLLLLSIVILYCRIYSLVRSSSRKVANHNN 
SERSMALLRTVI I VLS VF I ACWAPLF I LLLLDVGCKVKTC 
DILFRAEYFLVLAVLNSGTNPI IYTLTSKEMRRAFFRLVC 
NCLVRGRGARASPIQPALDPSRSKSSSSNNSSHSPKVKED 
LPHTDP S S CIMDKNAALQNGI FCN 



Edg 5/3(i3ct) 
(SEQ ID NO:37) 



MGSLYSEYLNPNKVQEHYNYTKETLETQETTSRQVASAFI 
V I L CCA I WENLL VL I AVARNSiCFHS AMYL FLGNL AAS DL 
LAGVAFVANTLLSGSVTLRLTPVQWFAREGSAS I TLSASV 
FSLLAIAI ERHVAIAKVKL YGSDKSCRMLLL I GAS WL I SL 
VLGGLP I LGWNCLGHL E AC S T VL P L YAKH YVL CWT I F S I 
I LLAI VALYVRI YCWKS S SRKVANHNNSERSMALLRTVT 
I VLGVF I VCWLPAFS I LLLDYACPVHS CP I LYKAHYFFAV 
S T LNS LLN P V I YT WAS KEMRRAFFRL VCNC L VRGRGARAS 
PIQPALDPSRSKSSSSNNSSHSPKVKEDLPHTDPSSCIMD 
KNAALQNGI FCN 



Edg 8/4(ct) 
(SEQ ID NO:38) 



ME S GL LRP AP VS E V I VLH YNYTGKLRGAR YQ PGAGLRAD A 
WCLAVCAFIVLENLAVLLVLGi?HPJ?FHAPMFLLLGSLTL 
SDLLAGAAYAANI LLSGPLTLKLS PALWFAREGGVFVALT 
ASVLSLLAIALERSI/TMARRGPAPVS5RGRTLAMAAAAWG 
VSLLLGLL PALGWNCLGRLDACSTVL PLYAKAYVL FCVLA 
FVGILAAI CAL YAR I YCQVRANARRLPARPGTAGTTS TRA 
Ri?iCPRSLALLRTLSVVLLAFVACWGPLFLLLLLDVACPAR 
TCPVLLQADPFLGLAMANSLLNPIIYTLRDAEMRRTFRRL 
LCCACLRQSTRESVHYTSSAQGGASTRIMLPENGHPLMTP 
PFSYLELQRYAASNKSTAPDDLWVLLAQPNQQD 
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Amend Table 4, beginning on page 35, line 13, by changing the font size and spacing 
as indicated below (no additions or deletions are to be made to Table 4): 



Table 4 



PCR Primers for Generating Chimeric Edg 1 Receptors 



Primer 

Edg-1 

(SEQ ID NO:6) 
Edg-3 

(SEQ ID NO:7) 

El/3 CTD 
(SEQ ID NO:8) 

El/3 CTD 
(SEQ ID NO:9) 

El/3 i2 

(SEQ ID NO: 10) 
El/3 i2 

(SEQ ID NO: 11) 
El/3 i2 

(SEQ ID NO: 12) 
El/3 i2 

(SEQ ID NO: 13) 
El/3 i3 

(SEQ ID NO: 14) 
El/3 i3 

(SEQ ID NO: 15) 
El/3 i3 

(SEQ ID NO: 16) 
El/3 i3 

(SEQ ID NO: 17) 



Direction Position Sequence 5'-3' 

1 CCC/GCG/GTT/AAC/ATG/GGG/CCC/ACC/ 
AGC/GTC 

rev 1137 CGC/GGA/TCC/TC A/GTT/GC A/ GAA/G AT/ 

ccc 

942 CAT/TTA/CAC/TCT/GAC/CAG/CAA/GGA/ 
GAT/GCG/GCG/G 

rev 942 CCG/CAT/CTC/CTT/GCT/GGT/CAG/AGT/ 
GTA/AAT/GAT/G 

402 GTC/TCC/TCG/CCA/TCG/CCA/TCG/AGC/ 
GGC/ACT/TGA/C 

rev 402 GTC/AAG/TGC/CGC/TCG/ATG/GCG/ATG/ 
GCG/AGG/AGA 

441 CGC/CAA/CAA/GAG/GCA/CCG/CCT/CTT/ 
CCT/GCT/AAT/C 

rev 441 GAT/TAG/CAG/GAA/GAG/GCG/GTG/CCT/ 
CTT/GTT/GGC/G 

684 CT A/CTC/CTT/ GGT/C AG/GTC/ C AG/C AG/ 
CCG/TAA/GGT/G 

rev 684 CAC/CTT/ACG/GCT/GCT/GGA/CCT/GAC/ 
CAA/GGA/GTA/G 

723 CAC/TGC/TGC/GGA/CCG/TGA/TTA/TCG/ 
TCC/TGA/GCG/TC 

rev 723 G AC/GCT/ CAG/G AC/GAT/ AAT/CAC/GGT/ 
CCG/CAG/CAG/TG 
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Amend Table 5, beginning on page 38, line 1, by changing the font size and spacing 
as indicated below (no additions or deletions are to be made to Table 5): 



Table 5 



PCR Primers for Generating Chimeric Edg 5 Receptors 



Primer 

Edg-5 

(SEQIDNO:18) 
Edg-3 

(SEQIDNO:19) 
E5/3 

(SEQ ID NO:20) 
E5/3 

(SEQIDNO:21) 
E5/3 i3 

(SEQ ID NO:22) 
E5/3 i3 

(SEQ ID NO:23) 
E5/3 i3 

(SEQ ID NO:24) 
El/3 i3 

(SEQ ID NO:25) 



Direction Position 
1 



Sequence 5'-3' 

CCC/GCG/GTT/AAC/ATG/GGC/AGC/ 
TTG/TAC/TCG 



rev 1137 CGC/GGA/TCC/TC A/GTT/ GC A/G AA/ 
GAT/CCC 

864 CGT/CAT/CTA/CAC/GTG/GGC/CAG/ 
CAA/GGA/GAT/GCG/G 

rev 864 CCG/CAT/CTC/CTT/GCT/GGC/CCA/ 

CGT/GTA/GAT/GAC/G 

633 CAT/CTA/CTG/CGT/GGT/CAA/GTC/ 
CAG/CAG/CCG/TAA/G 

rev 633 CTT/ACG/GCT/GCT/GGA/CTT/GAC/ 
CAC/GCA/GTA/GAT/G 

723 CAC/TGC/TGC/GGA/CCG/TGA/CCA/ 
TCG/TGC/TAG/GCG/TC 

rev 723 GAC/GCC/TAG/CAC/GAT/GGT/CAC/ 
GGT/CCG/CAG/CAG/TG 
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Amend Table 6, beginning on page 39, line 8, by changing the font size and spacing 
as indicated below (no additions or deletions are to be made to Table 6): 



_ Table 6 

PCR Primers for Generating Chimeric Edg 8 Receptors 

Primer Direction Position Sequence 5'-3' 

Edg-8 1 CCC/GCG/GTT/AAC/ATG/GAG/TCG/ 

(SEQ ID NO:26) GGG/CTG/CTG 

Edg-4-mut rev 1149 CGC/GGA/TCC/TC A/GTC/ CTG/TTG/ 

(SEQ ID NO:27) GTT/GGG 

E8/4 920 CCA/TCA/TCT/ACA/CGC/TCC/GAG/ 

(SEQ ID NO:28) ATG/CTG/AGA/TGC/G 

E8/4 rev 920 CGC/ATC/TCA/GCA/TCT/CGG/AGC/ 

(SEQ ID NO:29) GTG/TAG/ATG/ATG/G 
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